The entire manuscript is 2,809 words (including abstract (272 words), text (2,537 words), 36 references, 3 tables and 1 supplementary table). in subjects with BMI<25. In conclusion, our results suggest that high total 22 energy and low PUFA intakes may increase the risk of differentiated TC.
Thyroid carcinoma (TC) is the most common endocrine cancer and its incidence 28 has steadily increased in the last three decades in many countries. and high body mass (including weight and height). 5, 6 Although thyroid 36 nodules and well-differentiated TC are more often detected in women than men, Dietary factors including some food groups (fish, shellfish, meat, starchy foods, 40 fruits, and vegetables), 8, 9 macro-nutrients, 10 vitamins, micro-elements (iodine, 41 nitrate, nitrites), 8, [11] [12] [13] glycemic index (GI) and load (GL), 14 and local traditional 42 dietary patterns (Polynesian dietary pattern) 15, 16 have been studied in respect to 43 TC risk. However, findings were mainly based on case-control studies and are 44 inconclusive. 8, 9 Chronic iodine deficiency is the only dietary recognized risk 45 factor for goiter and follicular TC. 8 
46
The aim of the current study is to evaluate prospectively the relationships 47 between total energy intake, macronutrient composition (including sugar, starch, 48 fiber and fats), GI and GL and the risk of developing differentiated TC in a large 49 European cohort: the European Prospective Investigation into Cancer and 50 Nutrition (EPIC) study.
51

MATERIAL AND METHODS
52
Study Population. EPIC is a multi-center, prospective cohort that was 53 designed to study the role of dietary and environmental factors in the risk of 54 developing cancer. Details on the EPIC study have been published 55 previously. 17, 18 Briefly, a total of 521,330 subjects (70.6% women) aged mainly dietary intake during the year prior to recruitment using country-specific 63 validated dietary questionnaires. 18, 19 Total energy and macronutrient intakes 64 were estimated by using the standardized EPIC Nutrient Database. 20 
65
Carbohydrates are calculated as the sum of all "available carbohydrates"
66
(sugars, oligosaccharides and starch) and do not include fibers. Both dietary GI 67 and GL were estimated as previously described. 21 Briefly, the average dietary 68 GI for each subject was calculated as the sum of the GIs of each food item self-reported using standardized lifestyle questionnaires. 18, 22 In most centers,
77
weight and height at recruitment were measured; except for Oxford-UK, France, 78 and Norway, where self-reported anthropometric values were collected. 
86
Of 604 TC cases, anaplastic (n=6), medullary (n=28) and TC defined as 87 lymphoma (n=1), or ''other morphologies'' (n=3) were excluded. We also 
165
The interactions between BMI group and the intake of starch, sugar, and GI
166
were statistically significant (P-value for interaction = 0.032, 0.025, and 0.011, 167 respectively), and therefore BMI-stratified Model 2 analyses were performed for 168 carbohydrate-related nutrients, fiber, and GI and GL ( (Table 3) . Under-reporting of sugar 226 intake among over-weight people is also possible.
227
Hyperglycemia, insulin resistance, and obesity increase oxidative stress and In fact, energy intake at baseline was marginally larger 245 in participants with BMI≥25 than in those with BMI<25 (Table 3) , possibly 246 reflecting a gradual gain in weight.
247
In respect to fat intake, our study shows an inverse association between PUFA 248 intake and differentiated TC risk in agreement with a Norwegian case-control 249 study in which high serum levels of PUFA, particularly arachidonic and 250 docosahexaenoic acids, were associated with a reduced TC risk. 38 Moreover, 251 two case-control studies found significantly lower urinary or serum levels of 252 PUFA in TC cases than in controls. 39, 40 In EPIC, the main food sources of PUFA 253 intake are vegetable oils, nuts and seeds, and fish. Supplementary table 1. Hazard ratios (HR) and 95% confidence intervals for differentiated thyroid carcinoma stratified by sex and age according to groupspecific quartiles of intake of total energy, macronutrients, glycemic index and load in the EPIC study.
Model 2: Cox model stratified by center, age at baseline and sex (when appropriate), and adjusted for body mass index, smoking status, education, physical activity, total energy (as appropriate) and alcohol intake, and in women. Model 1: Cox model stratified by center, age at baseline, and sex Model 2: Additionally adjusted for body mass index, smoking status, education, physical activity, total energy (as appropriate) and alcohol intake, and, in women, for menopausal status and type. Cox model stratified by center, age at baseline, and sex, and adjusted for BMI, total energy (as appropriate) and alcohol intake, smoking status, education, physical activity, and, in women menopausal status and type.
